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IN THE CLAIMS 



1. (AMENDED) An enantioselective process of preparing a compound 
represented by formula VI 




NRi 



wherein Ri is H or a protecting group; 

which comprises contacting a compound represented by formula V 




in an inert organic solvent with at least about an equivalent amount of each of: 
(i) a chiral amino alcohol represented by the formula XI 




XI 



wherein R is an aryl, akylaryl. alkoxylary, arylaryl, hetefeawyt heteroaryl , or polycyclic 
aryl group, or formula XII 
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wherein in formula XII. the dotted line represents an optional second bond and 
wherein R 2 is selected from alkoxy, alkoxyalkyoxy, aryloxy, arylalkoxy. and NR R , 
wherein R A and R B are independently alkyl or aryl. and R 2 is optionally substituted by 
one or more alkoxy groups; 

(ii) a compound represented by formula X 




X 

wherein LG is a leaving group ^ sa iri leavinn group is a sulfonate, and R, is H or 
a protecting group ; and 

(iii) an organic ether or amine additive of .wherein the organic ether or amin e 
.Hriitive is 2-isopmnvl a mine. tetr ameth yl ethylen ediamine or N-ethylaniline, N-phenyl, 
N-hRnTvlamine nr N-nhenvl. 1-o r 9-nnnhthvl amine or mixtures thereof to form a 
reaction mixture; 

then adding to the reaction mixture at least an equivalent amount of a non- 
nucleophilic strong base in an organic solvent , wherein the non-nucleophilic strong 
hase is a lithium h*se. selecte d fmm the, croup consisting of lithium diisopropyl amide, 
lithium N-butvl-N-nhenvl amide lithium bisftrimethvlsilyl)amid e, and lithium N-ethyl.N- 
phenvl amide, and optionally adding an equivalent amount of water or a d - C 3 
alcohol to produce the compound represented by formula VI. 
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2. Cancelled without prejudice. 

3. Cancelled without prejudice. 

4. Cancelled without prejudice. 

5. (ORIGINAL) The process of claim 1 wherein the reaction is conducted under 
an inert atmosphere. 

6 (ORIGINAL) The process of claim 1 wherein water is added to the reaction 
mixture comprising compound V, the chiral amino alcohol, compound X, the organ.c 
additive, and the non-nucleophilic strong base. 

7 (AMENDED) The process of claim 1 which further comprises adding about 0.5 
to about 1 2 equivalents of water to the reaction mixture comprising about 0.7 to 
about 1.2 equivalents of each of compound V, about 1.0 to about 2.5 equivalents of 
the chiral amino alcohol, compound X, about 1.0 to about 3.0 equivalents of the 
organic additive, and about 0.9 to about 1.1 equivalents of the non-nucleoph,lic strong 
base. 

8. (AMENDED) The process of claim 7 which further comprises adding about 1 .8 
to about 2.4 additional equivalents of the non-nucleophilic strong base . in two 
approximately equal portions, to the resulting reaction mixture formed by the addmg 
wateF the process of claim 7. 

9. (ORIGINAL) The process of claim 1 wherein the chiral amino alcohol is quinine 
or a quinine derivative of formula XII. 

10. (AMENDED) The process of claim 1 which further comprises treating the 
compound of formula VI wherein R, is a protecting group with sufficient aqueous acid 
to produce a reaction mixture comprising the compound of formula V» wherein ^ is 
H, and adding to the reaction mixture at least about an equivalent of a chiral organic 
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a cid to form an acid addtton salt, and then isolating the acid 

contacting the resulflng isolated acid addtton salt with sufficient base ,n a -.vent to 

form the compound of formula VI wherein Ri is H — 

11 (ORIGINAL) The process of claim 10 wherein the chiral organic acid is N-cr- 
(tert-butoxycarbonyD-L-asparegine, di-p-toluoyl-L-tartaric acid, N-(tert-butoxy- 
carbonyD-L-proline, (S)-(-)-2-hydroxy-3,3-dimethylbutyric acid. N-acety.-L- 
phenylalanlne or (1R)-(+>camphanic acid. 

12. (ORIGINAL) The process of claim 1 wherein the chiral amino alcohol is 
quinine. 

13. (ORIGINAL) The process of claim 1 wherein in compound X, LG is mesylate, 
and Ri is t-butoxycarbonyl. 

14. Cancelled without prejudice 

15. Cancelled without prejudice. 

16. Cancelled without prejudice. 

17. (AMENDED) ThR nrocess o * Halm 1 further comprising A prooooo for the 
preparation of a compound roproscntod by formuh 1 




which compriCQR contacting a compound represented by the formula VI 
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with an effete amount of sodium cyanate <Na©GN). and an effective amount of 
sodium carbonate <N*G<» in a water miscible organic solvent compns.ng an 
effective amount of water to form the compound represented by the formula 1 




18. (AMENDED) The process of claim 17 which further comprises contacting the 
compound represented by the formula I p. oducodin c l aim 17 - with a solvent mixture 
comprising tetrahydrofuran, ethyl acetate and water for a time sufficient to produce 
the corrlpound represented by the formula 1, in a substantially chemically pure form. 




19. Cancelled without prejudice. 
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20 (ADDED) The process of claim 17 wkerein the equivalent amount of sodium 
cyanate was about 1 to about 6 equivalent^, and the equivalent amount of sod.um 
carbonate was about 0 to about 1 equivalents. 



21 



(ADDED) The process of claim 20 wherein the equivalent amount of sodium 
cyanate was about 2.2 to about 2.4 equivaents, and the equiva.ent amount of sod.um 
carbonate was about 0.1 to about 0.3 equivalents. 

22 (ADDED) The process of claim 1 wherein: 

(a) about 1 .2 to 1 .4 equivalents of the non-nucleophilic strong base are 

3 

added to a solution containing: 

(i) an equivalent of the compound of formula V, 

(ii) about 1 .0 to about 2.d equivalents of the compound of formula X, 

and j 

(Hi) about 1 .0 to about 4.0 equivalents of the chiral amino alcohol XI 



or XII, and 



(iv) at least about about |l .0 equivalents of the organic amine or 



ether additive, 



while maintaining the temperature of the so-formed reaction mixture 

at about 5 °C to about 50 °C; ; 

(b) the mixture from step (a) is cooled to about 0 «C to about 10 °C, and 
about 0.1 to about 3.0 equivalents of waljer are added; 

(c) an additional about 0.9 fa about 1.1 equivalents of the non- 
nucleophilic strong base are added to.thf mixture from step (b) while maintaining the 
temperature at about 0 °C to about 10 °G; and 

(d) the temperature of the mixture from step (c) is raised to about 10 °C 
to about 50 °C and an additional about \ .0 to about 1 .5 equivalents of the non- 
nucleophilic strong base' are added whilj* maintaining the temperature at about 10 °C 
to about 50 "C. 
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9<* (ADDED) The process of claim 1 wherein: 

(a) abo* 1 .3 events of «je non-nuOeophmo sfrong base are added 

to a solution containing: . • • 

(i) an equivalent of the compound of formula V, 

0I) about \ .0 to about 1 .5 Equivalents of the compound of formula X. 

- ^^ii) about' 1.2 to about 3 J equivalents of the chiral amino alcohol XI 

or XII. and j 1 

(iv) about 1 .0 to about 4.0 equivalents of the organic am.ne or ether 

add ' t,Ve ' while maintaining the temperature of the so-formed reaction mixture 

at about 1 0 °C to about 45 °C; 



(b) the mixture from step (a 
about 0.5 to about 1 .2 equivalents of.wafc 



is cooled to about 0 °C to about 5 °C. and 
sr are added; 



1UUUI l,iOHi«'-i-'« ; M 

(c) an additional about 1 .0 equivalents of the non-nucleophilic strong 
base is added to the mixture from step (bj) while maintaining the temperature at about 

0 °C to about 8 °C; and I ; 

(d) the temperature of the fixture from step (c) is raised to about 15 °C 
to about 45 °C and an additional about 1 1 to about 1.4 equivalents of the non- 
nucleophilic strong base are added while| maintaining the temperature at about 15 *C 
to about 45 °C. 



■ 

24 (ADDED) The process of claim 1 Wherein: 

(a) about 1.3 equivalents ithe non-nucleophilic strong base are added 

to a solution containing:. 'Pi 

(i) an equivalent of thepfnpound of formula V, 

(ii) abdut 1.1 to about 13 equivalents of the compound of formula X, 

and I [ 

t 3.0 equivalents of the chiral amino alcohol XI 



(iii) about 1 .3 to about 
or XII, and 

(iv) abfrut 1 .2 to about 
additive, j 



! : ; ! ! 
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*u +^^ rt iarofiir^ of the so-formed reaction mixture 
while maintaining the temperature or me t»u iu 

at about 1 5 °C to about 25 ?C: 

(b) the mixture from step cooled to about 0 *C to about 5 'C. and 

about 0.5 to about 1 .0 equivalents of watelr jare added; 

(c) an additional about 1 .0 ^Ulerrts of the non-nucleophrt.c strong 
base is added to the mixture from step (b| Lite maintaining the temperature at about 
0 °C to about 8 °C; and \ \<\ . 

(d) the temperature of the riUure from ste P < c) is r * taed * abOUt 15 
to about 40 'C and an additional about J^jWaboiit 1 .4 equivalents of the non- 
nudeophilic strong base are added whi(e| Maintaining the temperature at about 15 *C 

■ i i j 

to about 40 °C. : 1 i 

; i 

25 (ADDED) The process of claim 1 ^herein the inert organic solvent is selected 
from the group consistingiof: toluene, beplene, cyclohexane. tetrahydrofuran, 
anisole, chlorobenzene, and mixtures thereof. 

26. (ADDED) The process of claim ^herein the inert organic solvent is selected 
from the group consisting 1 , of: toluene'; ethllbenzene and a mixture thereof. 

■' Mi l i 

27 (ADDED) The process of claim 'ijlherein the inert organic solvent is a mixture 
of toluene and ethylbenzene wherein tjh|jv/v ratio of toluene to ethylbenzene ranges 
from 1:5 to 1:1. 

28. (ADDED) The propess of claimjli therein the chiral amino alcohol is quinine, 
the non-nucleophilic lithium base is Ijtfiuln dMsopropyl amide, the organic amine or 
ether additive is 2-isoprdpylaniline o'r k ! 3 1 mixture of N-phenyl. N-benzyl amine and 
TMEDA. the solvent is toluene, and Mr is added after the first addition of lithium di- 
isopropyl amide; and about 2.0 to abcMfe.O additional equivalents of lithium di- 
isopropyl amide, as lithium di-isoprqpyijamide-THF. are added in two equal portions. 



29. (ADDED) The process of claim 1 



equivalents of 2-isopropylaniline, there 
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•;1 
hi 



di-isopropyl amide -THF (1 'to 2 molar in jjAr 



0.7 equivalents of lithium dl^isopropyl amide, 
so-formed reaction mixturejis adjusted td|? L 
of 1.3 equivalents of lithiurri di-isopropyl L 
hours. f 



am de 



30. 



acid addition salt formed by contacting the 

a chiral acid se.ected frornjthe group co|istjng of N-a -t-Boc-L-asparag.ne and N- 
acetyl-L-phenylalanine j ' jjj..- 

31 . (ADDED) The proclss of claim ^herein 1 .0 equivalent of the lithium di- 

.mivfiri with 0.5 equivalents of 



©017 



Mylbenzene). 0.7 equivalents of water, and 
' -TTHF, wherein the temperature of the 
ien 15° and 40°C and a third portion 
-THF is added over a period of 4 to 10 



ui ; i 



(ADDED) The process of .djii* comprising the crystallization of the 
1 ' W\ ee base VI with at least one equivalent of 



isopropyl amide-THF in etjhylbenzeneis| 
isopropylaniline, and thenjto a mixture pjjj 



Pip-mixed with 0.5 equivalents of 
! .0 equivalent of compound V, 1.1 



isopropylaniline, and then|to a mixture an ; .u r— • 

equivalents of compound^, and 1.5 fefvaients of quinine, there is sequentially 
added 2.1 equivalents of the lithium dVfoopyl amide-THF/2-isopropy.aniline base 
complex. 0.7 equivalents^ water, aridjfe equivalents of lithium di-isopropyl am.de- 
THF/2-isopropy.aniline base complex. M the temperature of the mixture is adjusted 
to between 1 5° to 40°C. ind a third (fcftjL. of 1 .3 equivalents of lithium di-iso P ro P y. 
amide-THF/2-isopropylarjiline base po'|p ex is added over 3 to 10 hours. 

further comprising the crystallization of acid 
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isisting of: N-a-t-Boc-L-asparagine and N- 



32 (ADDED) The process of claiijnjSlj 

addition salt formed by contacting th^free base VI with at least one equivalent of a 
chiral acid selected from the group co 
acetyl-L-phenylalanine 
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